ms^mmff (jp) 



(12) 



#^2000 - 512131 
(P2000-512131A) 
(43>4iaB ¥fi!cl2*9^19B(2000.9.19) 



(SDlntCl.' 
C12N 15/09 
A6 1P 25/28 
25/18 
35/00 
37/00 



ZNA 



F I 

C12N 15/00 
A6 1K 31/00 



ZNAA 
626N 
6 2 6G 
636 
6 3 7 



(21)ttlBS# 
(86) (22)tUgiB 

(85) «if;:s^mB 

(86) iIISffiRS# 

(87) BISi^n## 

DK. ES, FI, 



!|$H¥9-5«946 
¥JE£9^5^29B (1997.5.29) 
¥^S10^11^30B (1998. 11. 30) 
PCT/IB97/00827 
W09 7/4 5 746 
Jpfi69^12^4B(1997.12.4) 
6 0/0 1 8, 3 8 0 
¥^8^5529B(1996.5.29) 
*H (US) 

EP(AT. BE, CH, DE. 
FR, GB, OR, IE, IT, L 



U, MC, NL, PT. SE), AU, BR, CA. C 
N, J P, MX, NZ, RU 



(7l)tHIHA ar:/\'— ^x-f- 

=.n-'^7-4-7.h')-h 3550 ty^ 

x^'in- r'^^.i- 3859 
in)mm yt'wjv ^^>±>h 

z>-9 XhU-h 4826 

(74)fta!A #a± «ffl w- (^i-2«) 



(54) [«w©«»] :/usf>ae«r^ae*J:r;'toffifflS 



(57) 

*55Mtt, :/'j*>se«^sa (PrPBPs) 



(2) !KFa2 000-5 1 2 1 3 1 

a) t:^ hmM<0^^y^miK^i(ltcZ^') ^yB^kS&o^P r P"X(iP r P 

ii-C, r;^ h!^M<^MTT-W$tl;t'/';:t>'jg'^Sa<^P r P'^XJiP 
^m&<r>miP r P^'XMIEP r KM-f^l^^S X i) i^m^t^K, if|B 

I -e ^ & i: 5^5^ $ *i ;& :^feo 

4. mie* K^U >55^0B-3& K^U 1 -C*&ii:$*#i^t1--&M^<^$6ffl 
2 J;E«o:^'&o 

b) i^tiiTOic^iig&^tLTtp r p KMU:^ ^)i^<r>wnmm(7)mi^^^mwi^^ 

c) itaiTOJ^=iim?ti^cP r PKi^^Lfzt:i^)i^(Dmmm'tMiiiL. 



(3) !Nf^2 00 0-5 1 2 1 3 1 

c DNA tl^-Oc DNA55-^-SrTO-r*> ^f^^tslj^o 

7. P r P i:. ^T0X(i-O(7)T;v* 'J 7 * ^ 7 7 :J' --tfSfi t ^-^tf life'^S 

So 

8. 4!^^a<>-y-V7'Jl')5^f)P r P"§rliJK1-S:^ffi-C*oT. 

a) P r P'^tP r Pi!g'^Scei:OWTi['&^*:«OTtg'3:^#tii3V^T. W 
fa4i?^6<]'9->7';i'^Mt<7)IEH 1<0P r PB P tmw^^^. 

b) ^!^^fi<)^f VT'JU^a^'bP r P"-P r PifS'&Se«'^#SrlElE-r'5>> - i: 

g 9 niEic<^:^feo 
m 9 tc|Bic<7):^fto 

1 3. WR'^^fziJ F^U >t P r P' i: WcoSS L < J^v^ l^^JK^JtSSf^fflJc 

a) rT. h-fb^i^^ST-C^ miES*^$tL;t* K^';>OP r P'JcjktTSjg 

b) mxT. h'fk-&!^WlETT% MMJ^^tLy^c* K^U ><^P r P'tcM 



(4) 00 0 - 5 1 2 1 3 1 

14. * K^'J >fc P r P' i:W<7)MS t < V^;K7)ffiSf^ffl ic^ji-f?, 

o 
o 

0 

H 1 5 K%WLo:>-)jmo 
5 ufB^6o::^&o 



(5) !^a2 00 0-5 1 2 1 3 1 

^iio^^^-^ yy^)^h-^^-:2^m (c jd) t^^i>o ^^t-eic. 

* f^^OJfel^tt:&^* StLT. 1200:^ K ;i/*Mx. S MM «r * ^m^:^^ 

<mfj:i> { Prusi ner, Science 216: 136-144, 1982) „ -/v r-d'-'^Kmit'k 

-(^Jift'i::? r P 2 7 - 3 0 i:llfJfti2.2 7 - 3 0 k DW-^nr 7'--b*se5&^'|| 
^Stt/t: (Bolton et al.. Science 218:1309-1311, 1982) „ PrP27-30 



{tfz\m-(r)) (McKinley et a1.. Cell 35:57- 



(6) !|$a2 000-5 1 2 13 1 

62 1983) ^ P r P 2 7-3 OJimn^ ^fi ^B^-^e^ L ^ S l^-f f-i^ 
SSe (P r P'' tPf fftL^) CDS 3 -3 7 kD^^B<^SS^^-M14!^T 

P r P 2 7 - 3 0 (07^ y®Be^JO-f5Sr^$EL, cDNA*^'n-->^T 

al., Cell 40:735-746 1985)^ :i(Dmmm&iijE'^^£m^hM-m$il. P r P' 
' t M 'Sr 19 7* D r 7 - -fe* §tt-C* «9 > 7. ^ 1/ ^ e - j^B 1- ^ fSrtt t (i 
^iM#-C2|);|> (Bendheim et al., Ciba Found Symp. 164-177 1988) ^ j^^^ 

^mm<r>? r iEMI&<7)mie#P r P'tcfi5|e1-«. t€5E$tLS (Prusi 

ner Science 252:151S-1522 1991) , jgd^, p r p'^i^/bP r P^^O^S^Jfe 
P r F"=^Mi: L^t^-fk^^^^^^tLT*/^^ (Kocisko et al.. Nature 370:471 
-473 1994) ^ 7'DT7-4fj^JS'tt(^jEMfla7'f V7;i--At?^&P r P'ti 

^;^7 7f'y;V'f y (GP I) ig'^?*i;tse'C$>SP r P'f}^ 

>^Af!l^ (Stimulation) KX^XT:m^^(D^mt^^Mt^^t^^^s 
^ilXi^y) (Caspian et al., Cell 61:185-182 1990) ^ :i<omJ^<DM^^J:^ 

vx^y^) mmxii. ■s'tit^ 7°<;^ <7)Mt^#ii-r•i>^ PrPta^'Sr 

i:mULfz. MU^)l^<D\^ h + ^ 9P r P'=S-^31LTV^S ^ 

(^P r PlfS^S'^fi^L/'c^l'^, f h --r-^;?.^^ 9 T^'J :t >lf5^5{)>*^ 

1-sa«tt7&«l5v»S#^fl<J*ifS-^llS7&^#«1-*TOtt**^LTv^«> (Tellin 
g et al., Cell 83:79-90, 1995) „ 



(7) !HFa2 0 0 0-5 1 2 1 3 1 

i^mm^ii^M^^mn^£^'):^>m&B^m& (PrPBPs) 
PrP) tclS'&f s tv>9#ms-^tTv>So 0f t< fi^ ::<DB^\fM\^mm 

i:o(^P r PB P s icov^fa^^^o 

<D-C$,y), «MSS-e$.^o ^:*if>P r PB P s =lrn- Vt^MB'f'(D^u 
~^^/i^*;5tW^^5Et'ov>TJj5:0^lffl*l^^3V^TiE<^o 'ftfi<7)0f LV^ P r P B 
P s (4> lii?til}t;> h-^^^Xfi'^y h^j:t'<7)UmK^^t^^tm'^-t 

ttc:^^mii. P r PB P s Srn- Kl" ;?,||l&3i tL;t«. ^^5^^-. RV'Z 

fih^m^^t^mm. p r pb? s km Lx^m^^^B^-ri>tmwm^k.p 

r PBP^^m-t^-^^^ii'^tfo :i<r>1fmit. P r PBP^3- Kt'&DNA 

li-^X li ^ i® ? ti -^t T' ;v ^ 7* 'J :t > ^ It < Tt: * ic, mi: Oo 

i^^m^itmmimt^^(7)ttmwLx\^>i,o ^ti^pr p-Apm^s^a 

. Ms {tteo4!^^6<i-^f ^T'JPtfOP r P B P sXliP r P''^:ir 



(8) ^^2000-5 1 2 1 3 1 

% P r ? - k'PM.^^^MmWfyf )^^<r^V r P B PSeolB]S5.af 
T^^-r-f W?r^f ^^i^t, ^7t. P r PB PSe*^'- K1-&@2^J<7)i^n 

i:P r PBP 80l&3E|*^S'{)4/^^</^i:V^ > K^r^l" J^JK^IP 

«m^fflv^7t::^ffit'$,^o iiia#Mflat^> PrP-APSi-^g 

i^^it^tmRNA^'iiA-r^o -etT^ P r P-AP5(|5^g'^L#i>Set%^t 
TV^;i,«BJ3&$•|?lSEt^ Cl*LtcJ:oTPrPBP=S-3- Kl"* cDNA^o-x^ 
35^'&I^5e:6Wtgi:'&&o :ei^6<|{::Cl*lf>fflia)6^e> c DN A«r*|$^LT, Pr 
PB P'Srn- K-t^Se^J^^'ilE^ti^S.ittC'k^o 

:$:||§gic[l5m-rsMBi: LTti. ^i^^fiD^f > T'JUff <^ P r P*' ^rl^iB 

1i^$*iSo T'S:^^^, (a) 4i^^fi<J'5:"9-:^7';wft^<^P r P'Sr?SLi^1--i> (c: 

H (b) CKT^^i^^fi^j-y-VT'JV^P r PB P i:«to?-ii&o -etTftl^-Wtw (c 
) »^S<j^>'/;w4'lC:felt-5. P r PBPtP r P'' i: <^M-C?gfi£$ it'5>^'^fr 
S-^tWI-So C:(7)1g-g-«^<?)^iB{i4!^^6<j-9-:^7';v*t::P r P"*^^^ LT 

v^?>>rt^^i-o c:co^ai»wt^'©ffl?ti*p r PB p(i> it-^se mkM^V 

rPBP-AP) , XfiPrP'' tlS-^L^I^P r PB P79i^p<> bXti-e*?) 
7to^^-c^«>o jjf Uv^Mlt-*3^^Tli> ^-^^MfiE^tHfe^^t^iiP r P 
BP (X(i^<7)7 9irp< V h> X{i'e<^7tn^) «rfflv>«,cii:tc<):-=.T^^fli$ 
tL2>o fl&<7)*ff tv^^^ii: LTIi. ^-^^fiKfi. «?flx.tf P r P B P (X(i7 9 
i/p{>h> X(i'e<7)7:hn^) Ji^t^iiLfr^fflv^^ ^ t J: o Tf^^KiJc1^{li 
$iit^o ?f)i::'ftfa<^0f H/^MU LTIi. P r P^O^tfitiP r PB P : P r 
P"ffi^#+t;i5JtS^lll5$*L^cP r P";()«4ifel^6<J^J->7';vf 
ilfeP r P"lcmjft$tL;sl:$-j|iJ5g1-:&ii:m:oTltai$n:So 



(9) !^^2 00 0-5 1 2 1 3 1 

iDXmai-^hmm^fi^o (a) PrPBP (Xii^<r>y^^?iyh. Xit^<D7 
•ru^) XtiP r PBPil'^Sai:&%^W^t>'y;w5r-h5''^^HM1-2>o ^ 
LT. ClcoMtiJ: f)> P r PB P : P r P''^^#:$r?l^fiK?-^-2>o (b) 
^m^y•f)^y^)■^^? r pbp : P r P''m'^#=£rli]R-r«,o L/c|^*:&&tc 

icPrPBP hX{±^<?)7tDi^) 'SrM'a'tT^ PrP''^(iI 

flfe<^MU Lrii> PrPBP (Z{i77i}^^ hXfi-eoT-f D^j^) 
LtzVr P"ji*n:P r P^#tc J: oTitai LT'b <}: i/^o 

P r P"lCig'g-r;&P r PBP s fi, ^»fX(iffi<^fS?Wt^^V^TP r P"<05c 
1: 5: 9 1^ ffl V ^ ^ i 1 4) -C I: ^ 0 

^li> #f)tl/iP r ?B?i)^? r P'' LT|§'^^^t\ -e-0'f^<:> '9 P r P 
^\^(Oh^^ti>m^^^\ts ^(OX^^j:? X ?B?\t^ P r P"fc P r P'=i:<7)3l 
1j^'^ti^y'f)Vif^^T>x P'S>^i9IJ^<;t*!)tifflv^;&it:ii«-C§*o -^-o^, 
PrP*'^ p r P'3si:^ic^'^t#<2.i5i:#^fflv^ii»f> ^y-fyv^Km-^^^ 

&{iP r PBP : P r P^^'&ftM^rJg^l-*^!. P r P'75^f)P r P'''^ 
O^^^PlJht^ifell, X(iP r PB P-P r P^'Ig-^frfifeH L;t4tl^W^^ 
}iLx\t. :L<Dijmt, mis, miLsf. ? x ?B?Knt^^^. PrPBP, 

X{iiit^079^^^ y hXli-e^OTtn^) ^-ijifeic^^ tTP r PBP : P 

xv^^'m^k^nmi-^^mmt^^tii^^tK^o PrPBPs^ffli^ 

fz^mt. 4#l*IH*5tt*m«tt«-^-rS':^i5^tJK^^4SrRaitLTP r P' 



(10) 



^mZOQO-b 12 13 1 



:^%m(Dii^-^<Dmmii. PrPB? {Xiiyy^^yyXii^(D7i'U^ 

V PBP t? T p t^u^<\^wtWi^-r^o (b) um^s<^^^TKm^p 

V PBP<DP r PKni-^^^m^wm-r^,^ ^ix (c) a> 

JWtJtieLT. m^<&Mi}^P r PBP<^P r P iznt ^i^^t^iiS.T ^^^Ti^l^ 

^Jx.(^»^wm> **>;!^o^'^3£^w^mf4> PrPBP*??- 

o-e^^/^ K^'j y t P r P' t<7?5^g2#ffl^^ii;^:X{4M^^?^^^^^^^^-^T 
:&^ tJcJ:oTr^a?$tL#*o M^ii. * K'N'J >^#:X{4* K'^U ><^P r P 
^-^»f4|*lft(^5!7 K^'J >i: P r P''t<Oi^SKi^m^mmti>tztbK^^^^:i 

±iE(c*3\/>T [■f^)tym^i^^m&] Tpipbpj ryj 

;J->g&J 1-'Sr=b^ rPrPJ i:l&lO«'5jX{ifiJ^Drtg^w:?i^^-C^'^t#-2>>/> 
v^T r^^jfilteJ MIWfl<l-C4)So 2|s:^l^m:2,p r PBP s{±. ii 



(11) ^^2 00 0-5 1 2 1 3 1 

TV>-?,'b(7)-e^oT'() J:v>o P r PBP s {±v^55^^a^ktl }-<D^ 0 ^li 

C: i-e fiUmitJ (Dti^^t \t. Mtt^eic (T^'J ;t ^'SS i P r P B P i: <^ 
TOf§5ei:) 0 0 A/Mi^T> 1 0 A^Mi^T> 1 fiM]^XT . 1 0 0 nMJi^T^ 
JfS t< ti 1 0 nMJilT, ?fjJ::«ff L< {±2 nM^TZJi*. J; "9 if I nM-e$) 
& il t ^ S o 

CiT riSOTig^J ifS'a'i:{i> ig^ (T-U^V^atP r PBPtOj|$#) 

^BM^-M-WL. CitL^jlcji, m7L\ti7U^-yy :^)VV-^-:2-fm (CJD) 
IR3fe (Prusiner, Science 252:1515-1522, 19 



(12) !^a2 00 0-5 1 2 1 3 1 

^ATunm^^ (5' ^mv's' ^^\^) ^mtx\^^^mm'S:ummmtx^^ 
j^v^cii: *#i*i-*o ti&oT. c:<7) rfi$^^itL;tDNAj Kii. m^i^. mm^ 

DNA) -r'^*5*)^^^-J^^A$tL;t:'{)<^^ i E^SITO 9 7. ^ KXti^; 

PCRXIifiJPS^f^!kSl::J:oTM$it;t:c DNAXfi^y A 
DNA) 'b^^tL-^o r^fi&?*i7t:DNAJ Kit. U Kffi^!! 

Sr3- K-rsjtfe^<7)gli-^itfe^-<^-^t;:-^*tLTv^«.»x.DNA*«-^* tL;& 

o 

[f^M^^^^^cmm tii. (ii-efflV^TV^;i) ^)(7)(^^Jt LT) PrPB 
p^TD- K1-;|>DNA35'i=-«l^x.DNAMl-J:-3"C«!A?tLfciBJia (Xii^ 

KrieDNA55'^5&«^c7>m^(^m»^«A$ti;^c^'^(^i^^<^m) *7Si*-r*o 

[^m<r>tztbKmn^^i>] tii. DNA@B^J<7)|S2?. «BfiI«rit«1-*D N A 

@e^y(7)ia#nDNA53-^-^@2S$-*^i<i:^*i*t-^ i^iiK^y), n^iipv 

PB P<^l&=£-Wl-$-fr«>) o 



(13) 1^^2 000-5 1 2 1 3 1 

> h<^Sl;/N*--t> h-e^2)o Z,<Dmmi. mm? r PB P#M6tlfcL^*:-e** 

o m^^^tcP r PB PJjtffii, «?iJx.{?mx.Mt^ct oT^fig?tL;tP r PB 

r#Mfiti'5:^'^J tit. fZi^-AK %mMW.X-? r P B P ^^tf > 7*iV, -B^J 
^if. &t;^6<)^>7°;u4'c7)P r PB P$rMt^-a^1-&;^^ -fiotiSti^HfllJ 

r^M.'^^£sm^^tzh-to ^m^mtp r pb p s ^mM^^^mr^ 

^tcfflV>-g,ii:7&«-e|:SP r Pit'&geSrii«t> dlLtCi*), Cl*Lt,PrPB 

> -o^if t LV»P r PS!ll'^ScS^i^ T)Vi] 7 * 7. 7 7 --ff it-^^-i^Tf'^ 
ibtL^o c:<7)P r P -APgefia^<?)?:!J*5r*-r^o ^Jx.t±\ P r P-APS 
ati. P r P<7)ii^<?)Bl^-*/^K<^^#t:a^-^x.'5rV^7^:^!)^ P r P^P r PB 
P s i^MttifS-^) =S'||#-C§?,tv^-9fiJ,iC«r;t1- 
:5)o ^T^sT. i<^P r P-APi^^'^®S{i^ iS'^comf^IcOP r P^t^^-^l^fei 
$-€-^Mtt^»tTv^;6o i<7),i5fji, tJ&5^<7)P r P^3^«^#liJt'<Tl^'tlw 
W^^-C^-5>o *3'e^><ft'bSg'5:^t LTIi^ iOP r P - A PSl-^Sfili 

> P r PBP s tJH^etUCj^-g-irtg-C*!?, */ctc;i;iS^014**LTV5;5>o 

ic^^gJ-^iceti^ m?l55^'^P r PBP s«'Dl#Xli:#fi«-f-2>*ffl'5ria«t4 

:*«T*^So -o(7)ijf5g(7)^itTi: LT{±. P r P - A Pit^Sfifi^ l/rTtJ^PrP 



(14) ^^2 00 0-5 1 2 1 3 1 

xiJ'i/a >Sr=fTo;t5?7x;K7)||iiaiHfl&=S-X^ 'J-->rL> Sl'^Se t^Mfi^Jl- 
r P-APifg-&»c^iJffltll'5:V>P r PBP s<^|Wl5e;&«-Brtgtc^So ^hK. Pr 
P- 

nrHfe'&Ji^^Tig'a'T«.7''J:t>SSiiSl'&*$l^-ri>o Cl*Lf,P r PBP s <iffi^ 
9fiJ^«r*LTV^*o itLfj^SfiP r P s 

^fi9W4'<7)P r P''<7?#^£S:^|f1-^Wffi^¥^^il^t#^o S^tTs tl^? 

i^^^m) tifev^TfflVi4ii:7!)«T§;i>o CKTJi'p'SrP r P"tc^-r;i,#^flti'5f 
Ximm'^^^Ji^^mi&t^LX^^^h^lk'd'^h. P r PB P s ti«Lfv:*fflJ3a 

fi#l*ltci3it'S>P r P" iSttcT) 111^$: 4^10 1--i>C:tJcJ:oT. f^mt&tzib<DX 
^mnt^^W^i^^t^o PrPBPsli, 7'';;i->i^,fJ;^L*<b*iTV> 

, P r P B P s , ^-/f- K • 7 hXfi-e^T^T^hni^^^rtHftA-r^^ 
tKXy). :tym^W<D\^^filf>'tB^t^^tKX':>X^ PrP 

')J^f,P r P"-s(^i|Sjfe*jqiftlJt2>ClttC«fflL#So 



(15) #^2000-5 1 2 1 3 1 

m2ii. P r P-A?m^S&i)^? r P'i3 J: A PR:^<^^&^^±<!0^3e^ 
(V-v 1 *3j:Of2) f ^sitiP r P-AP^ISm-r^'AP t a g-?^^'^ (V-- 
>3i3J:t^'4) -eh7i^x7iiJ' h$ti/i> " [S] -p(f-*->^i5;&H/^c 

m3ii. ?rP-AFtK P r P' hV-^ >5r:/hLTSMMl^#^Wt^ft 

mi 0 0, 0 0 om<omm ^-cm^kt^t'i^i^mL. 3mi<^cos«B 

7:1-7.7 7 5'~-tfmtt^-^f'5r55^o;to S EAP : CMV/S E A Pfll^#-C h 

<^$i^;$^o7!io P r P-AP : P r P - A Pfil^#T' b 9 >7 7 x ^' 
C0S«i*<7)±tt-C. mm^^i:^LfZo S EAP*3J:0^P r P-AP±?» 

(iiiii:T;v3t^'; 7*x7 7^«--tfm'i* (mM^)?t>)*^5 o o oD^m 

114 li, APTfi'Sr < P r P -AP;65 rW«^?gMJ 7*0 h njVtictoT^ffl 
Mflfe^) *7'^TT-^f^fflv^t*«ttfl<J^^<»^t?^i:^ PrP-APgfiS^c 

'>7.^&^jyD7*'r^T-r>^i^- h t, ^#t^ ^^m^-c^^ielt^^o Pr 



(16) ^^2 00 0-5 1 2 13 1 

MBit. P r P-A?B^'/}^^(r>? r P' Kp< > Sr^LT^-^^i^otl^TO 
■e^*i^S'^t^9 7-e$)-&o 3 SmmT'U- h4'<0N I H 3T3m*^ 
±iei:|B]C<. •ft^Mt^'' [S] -^f-:t^>lim?*l;l:P r P-APfi|||#'C 

<D^k. m&^^mw^L. 'mL. i^^^fitzm^im^^tm^-c^SiLtzo " [s 

] -P r P-AP(Om^it. V^i5i5);g, r^-^l/K (»Clttg^!5i14<^)'5:v^) J ^mWt 
P r P-A P(7)MJfJplC JioTpttTWUM-^^tL^/^^ I^DM^r'boCMV 
/SEAPh9>';^7ji^ ^ $tL;tC 0 SfflM*OA PTfiM-^JtlJ^V^o 

iii6ii> Pr p - AP Kmrn^^t-^iG smmmjhi^m^^<^mm<DWL{}^^^^ 

1-2*fc<^^^*A^;V-e^)&o ^^<^2 4 '>a:;V7'l'- h (wen plates) 4j<^^i}| 
Si^mmmt. AP^2 5% v/v-^t/CO SffliaJi-^t^-^/ctiP r P-A 
P^2 5%v/v^tj'C0 Sm±tt4'X'> 3 HM-f b L;l:c PrP 

-APtc^ftll$-e:7tj§ai«{i, -lUTAPJi^M^-frTtJg^MJ: <9 'biftE 
«<^ P r PBPig'&5&«<^fi£Si;t{i4#tg;f7i ;^:{ii<75M:^Uj^#-ri, 

Ill7(i> ^'H-v 6<7)P r PB P<7>^m@e^J (Se^J#-tl) *3 J:i^"m5eT5 y 

P r P-APSt-^SSt, P r PB P<^)v-*^J:CJ« r^jfn'ffi^mj t LT^ 
Igt^J: ^ lw1ffij(;L;^Co Wc7)P r P B PP{iM*^v':7;^ii^^<7)^ffl±-^^tB 
$^/^o CtL^P r PBPPii, m-^fi^j, ISOTtt 
P r P-APgll-^gec^P r P?K^tc;^V'^fI]tt-C|t-^L;to 
P r P|S-^gai^av;^r 

P r PB P^tHv;^rA^^f'^figti.;t:*bli. 7°'; 7JV:^ 9 7 

;^7 7^--b'gg^i:^^t>J&&«'l^jSJfe^ii!ll'^SS {P xP-AP mti>) ^ 



1 



(17) #^20 00-5 1 2 1 3 1 

-Ah^i^X^ Lfz mi A) o 5 P r P 7 ^ h (Locht et a1 
PIMAS 83:6372-6, 1986;GenBank Accession #M13685)(i, P C R i o 

^ffi^J5:-^tr) GP I 7>'*-#«M-tH£^J<7)^*0<^A r g'"f (tJ&oTG 

p I 7>ij-oim^:m&-r^) <D%±S:<D:^---fy')~ry7u-j^i}^^t 

fiX\^>^o i(^@d^jOiii|iiHfflv^;tP CRy^-Y v-fi. 

5' AGA CAT AAG CTT GCA GCC ATC ATG GC 

G AAC CTT GGC 3' (Wil7'7-f 

5' GAG ATT GGA TCC TCT TCT CCC GTC GT 
A ATA G 3' (jS5fP]§ 7'7^ V-) tVix^fCo 
itL(b<^7'9>f -^-liig^D^rWRS^^ h (mm: HindllKM^lBa 
mHI) ^^tfJ:-? l'Ig:l1-$tL;to hmX^^<DrMKAPiliii: 
^^^tfAP t a g-2^m^^ i'-<7)K i n d I I I - B g 1 I 1-9-^ h4^'N 
a^^-i^-?) (Cheng and Hanagan, Cell 79:157-168, 1994) fztb-C^ho PC 
R^4tl^^-::<^'^^' ^- + t^3iifS?tL«>t. B amH I -B g 1 I ll^^mi. 
m'km^(D^'):^y3^tr)l':^Vyt7.7 7i^--^3^t<DmKG l y-S e 
r-Ser-Gly'; y:h-tmX^ii^o AP t a ^-it. S 

M^^)^<D^y^'i^(D^m.i:osmzti>o U'^m&<oAP^^K<o^^'^t^^ 

e^rM^BDrtgi:'5r-?>5&^ ^.(D^tii^mmt^tctbK, :ifi^<0^)'-rnm^ti-^ 
AP mm^CMV^^'e-^ t S V4 Oj^;^tS-^tf p CDNA 1 ^'- 
^ffl^/^T. m^^^f'i (Invitrogen San Diego, CA) „ ci<^#^#^r CM V/ 
SEAPt^#tt/c (laiB) o 

P r P-AFm^^&iiP r P'fe J: ^A PM:^<^j&j^^^S^-^tf 
COSfflliaii, P V P-APm^S^^^ ^-ttziiCMW/SEAP^i^ ^ 

~c^(/>f ti^^^fflv>T> i^iHWSrDE AE-T'^T. > 7 >^itTt^ <}: oT Vyyx 
7x^5' h^tl/^o PrP-AP:*H7>'X7xi^ h $ tlfcC 0 S«±?t (HI 2 



(18) !^^200 0-5 1 2 1 3 1 

. u-y 3^iv^A) " [S] -;ii-:^=-y-c^ y^:x^- hL. AP^y 

^ n~^;p^jt#^lrffl v^T (MIA 1801 hunan placenta;Medix Biotech San Carl 
OS, G^;1ane 3) ;^i^6<]^tT (Antibodies, A Laboratory Manual, Harlcw & Lan 
e Cold Spring Harbor Laboratory, Cold Spring Harbor, NY, 1988) K'^-oX 
^l&m^^^'^ht. 9 7 k Dl-^^'5rA> K«:*t, Z.fHiAP(D^ 

^id^ap r ?-A?(Dm\t-Wit^o P r P -^-^f ^-i^"'; ^ n - :^;^^^t# (Be 

ndheim et a1.. Nature 310:418-21 1984;lane 4)§.^v^;t(Pi D±ff <^^&l5iti5^ 
i>ttz9 7 kD/N*> KSrMt> PrP-APh7>;^7:t^'h$tl/cC0Siffl 
APisiO^P r Ptm<omij tS^l^m^-r^ 9 7 kO^-WLTtit 

^1-0 CMV/SEAP:*^h7>'7.7^^ h ? tlTt C 0 S fflia^ Jitt ( 

1112, \^'-y m^irz) ii. ±titmC<'' [S3 -^f-;}-^ V-C-f >^:x/^ 

-bt, *n:AP^# (i^-yi) i:m\^>xf^^^^^^i,t. ^mm^ 6 7kD 

^m^^X%&tt^Lfz^^. 6 7 kDSSfi^tb^ttf, CMV/SEAPga 
P r P-APi3J:0^AP.f±t h9>;^7iiJ' h $tL;tC 0 S«HJ3aJ^*v> 
±ttAP^ttt^ML^c (Cheng and Flanagan, Cell 79:157-168, 1994-cgi|g$. 

fifzlsm-^mm o yyy:^y:^i^h^fi^j:t^^fz. tfzimuv^y:^y^i^ 

h^fitzcosmfi^ii. Apmmfz\mmimm^p r p'ji^t *:6^o 

? ti-i, P r P - A P fi^lOtt^mj C7?fl|^i3 J; Xf^^^'^^ Lfz:it ^^"To 
^^fflMa^±<?^ P r P B P s <7)^a 
P r P-APM65&W±<^P rPEP^^iBTO^S^t'O^S^^-^yKf-r^^c*!; 

«^*> 6 0mm7'l/~h (^ 1 0 0, 0 0 0'(@c7)|fflJ3g) ^''C, DMEM/1 

o%<^'>'>WM (Fcs) ^^rxm^t^t-c^mifzo itLf,o«* 



(19) !^^2 00 0-5 1 2 1 3 1 

VymmW^M (PBS) -C^t^t, DMEM/5%FC S tjttiliab^^T. 

CMV/SEAPSS (l-'^^p-^P r P^^a':()>'»t-CV^;5,) «:-^t> 3 m 1 CO C 
OSfflM±?S-C. Sja-C7 5-9 0»m y^^^- VLtzo P r P-AP h 
9>7>7x^ h$*L/^m±ff (i> ¥i&5 0 0 0 Dm^£/^W<7?APmt4«rll?l 
t (Cheng and Hanagan, supra) , ^5 fx g/ml <DP r ? -A?B'^W&(D 

;^ 7 7 ^ - -If ^ Wl^'fl: L, 7;u;{7';7*;^7T^ - ^f<?)^S'I4Sr±fei: |WI C < #ij 
^UTto #l^A PfSrtt(0¥lJS(i> E L I S A V - ^ ( EAR 400 AT Easy Reader, 
SLT Instruments, Austria) tcJioT^ 'j^^p-^bD7i - JVHi^'h^^ L 
tfev^4BK|jl«r4 0 5 nm-C^B!JjcL/^a 

3o<7)^j5r^V'!7XM^j&^^>A#Lyi:l§*«ria3tw^-ro NIH 3 T 3 is 
9 2 9mii> EttS^tMJia>5^^#7t:o G 8^Blia{±^:t^7>5. }--< F ( 
myoblastoid) (J05<7)^M)-C^;g,o 

^iiy)m^EB^^-Lti(D\i. n h#SMiia®^SK-N-SHi3J:c;'SK 
-N-MC'5r^>mi^^U;J--vjBBJ3&^U8 7i3J:0'U 3 7 3 ^ bWI«f*l& (H 
EK) *ffll^, ^^mCOSmh^s v^T-iiJ:?/!: >A5$> '5:t)C^*Jcv'^ 

7.i3<t:C^'li htTj^pfglMfla-e^oTto P r PBPfi(J^J®^t. ±mK^tW^ 

Of 7 7 'J * 7 > ;v olip ««BI& {i^fip L 55^ o o 

PrP-AP^9>;^7i^' }'^fltzC0Smi^(7)±.m^h<7)? r P-APgSl 
-g-Se-e-T > + h L^tli-^, ^MmifcG 8^ N I H 3T 3, i^XVL 

9 2 9m^-e^v^AP^S^45i«1^tB$*lfw (il3<^ fp r p a pJ o CO 
Bm^h. PrPBPfiGS. NIH 3T3> ^XZJ^L 9 2 9Wlfe^<^^ffi± 
L, P r P-A?m^m&&^<OP r P jgV^OTI^-ejg-^T-^ & 

r P-APit-^S^^^^^^L'fev^, S30 fn^ bD-;uJ #.B^) COS«(^ 



(20) ^^2 00 0-5 1 2 1 3 1 

;ttii-p;t <^tB$ttt% G8^ NI H 3T3. i3j:t>'L 9 2 9^ 

mk^-^ kv^'^<r>nimmi^^^^<r^\t. p r ?-k'?-^^^^<r>k?^5t\-^ 

Sr^-to CtLP,(7)*.^-C(±. S EAP*3J:i>^P r F-AFJifftilWlCTJV*'; 7 
*;^7 7^-«t4 (mW^;i:«9- 5 0 0 OD#l£) *^^•X?Wv:o M» 

P r PB PS•^^^;^f^mL;t^:^:(i^ P r P' Srii^Jt-II^LTV^i) h 7> 
7s=J ^mm^-^<^%Wh%.<r)mi.mti.^%'^ (vulnerabinity) t-^t^ ( 
Westway et al., Cell 76:117-129 1994) „ 

flb(^^^|jSrfflv>TP r PBPSr^mt, )5^o^60fflM|Ett?:^*& 

m^^uf7~^^j:Li^^mmKmmL. y^>^7.mm^mmm (hbss) 4^ 

J^HBS S4'-C3ll^^^t^ ^(7)m> giAP^y ^'^-:^;^^n:#CMIA 1801 him 
an placenta^ Medix Biotech San Carlos, O\)-c30^^j(|cJh.'C^ h 

^^iTt^^cotniv^X I g Ce^ >^a.^- b L (Jackson Imnunoresearch Ph 
nadelphia, PA) , ^^t> «^^$gtli^lr (Orthoplan^^^ig^^j:) tfz\t 
7n-H^>fh^hU— (Facscan;Becton Dickinson, Oakville, Ontario, Canad 
a) tcJ:oT^3fcL/Co 

flfz im4. ife/N-^JV) UK APm&-C\mm^flti:il)'<^fz (S4, :&A:f;v) 
o itLf,0|S:^(±. G 8m<^«lia^®±t::#ll«I'5:^'i';^P r PBP:J>«#|Et 
C: i: ^^1-0 COS N I H 3 T 3 J: t>'L 9 2 9 «#<^fl6o 



(21) ^^2 00 0-5 1 2 1 3 1 

G 8 *3 J: V'm<Dmm.^<OUM±-C? r P B P K^^^t^ P r P <D!S^&<D^^^ 

fife K^-f ^IcitlSfi^j^ K^-f >BI#i5TL{*(7?;i?4T-e^To7to i<Oi6<j<7?7's:a6{; 

^m^j:V;^^ymm^m^ii. p r p*;v'K^v'*jSgn#^s<j'5:jjt# ( rset 

XJ HJ:&a#^ffi]^|g^?rS^5g1-2.tiR5g$ti«>> Telling et al.. Cell 83: 
79-80, 1995) ^ Pj^raa Ky«9 6 - 1 7 6 tw#S6«I'5ft)t# (P r P*:*^^^ P r 
p'''^(^Ei5-e^*3 J:a*P r P'^yf- KcDT^K h-v;^#1ticMgtffiS$ 
tL^, Forloni et a1. Nature 362:543-546) , fj: i^tfiiT ^ ^ ^ ^ 
^FM^He (^MC J D4^-e^^K^tLS. Prusiner Ann Rev Microbiol 

• 

48 : 655-686 1994) if:6^^fe;|>o ig-a- Kp( ><^fl|jt±(^#® 

P r PB P|g^c/)#i^ 

P r PBP7(?«P r P{cM'^e<J'5:?i^^-elS'^-r;i>;&^<5r^ ;5^*4iJ5e-r*fc«^)ti> ± 
ie-C^t;l:P r P-APig'^filtt*^-r*«8IS^4'-C. " [S] M$ti;t:Pr 

[s] -p<f-it-->-e^mfl«jjc^iiS{?*Lf^cosiffli!a<o±?tT> ±.tztmc<^ 

NIH 3 T 3iffllj&J;oi/^t:<^^*SrS5 Iw^-To " [S] ^m$tl;tP r P 
-A PtCj:2,P r P B T>^(Dl^^\,t. ^ y^zu^- Yt^^i'mWL<DV r P -A 
VWi^^m^^^h^LtKX^XW^ti. ^^^^tz? r P-A P;^)^«^c7) 
V X ?Ki.^X^-^m^MM^^i>^t^^^-fo ^hK.^' [S] «?a7tP 
rP-APt::J:*) P r P B P'^<^ig'^^±^ CMV/S E A Pgl-^Jieji^^S* 
t Ti: A P «?)a&Jtitin J: o T li ? it t\ t^^i^m^m^ <Ok? U^Xii -fi < 
P r P?|5^-efeioTV>;5>it ^^1-o 

P r P B P t P r P t (T^racTJig'^IISltt. *5 J: 0^flfr^(?)»«#Pi:lw#^-t- 



(22) ^«2 000-5 1 2 1 3 1 

^ig-^-i^-f h<D%tW^t.tb:htzisbii^. G 8«Bm$-fflv>TCheng^j:0^nannagan<7) 
i^'4i (Cell 79:157-168, 1994) ^« L;tMl^t^feoT. ;^^^yf-^-K^ 
m^^fr-^tzo P r P-AP^ilKCMV/S EAPT-hy>;^7j^i^h?tL7tC 
0Smc7)±tS*'^''co"l®niSai«*-CaillL> HBHAjl®a (0 

. 5mg/ml BSA^ 0. l%NaN3^ 2 0 mM<7)H E P E S (pH7. 

0) (?>^> > ^ ;^ WMMM) ffT«#^tfco '^^^r^ Ko^&j^ x-e 

) ^AP<D^^mj:mm^h$fnLfz (l pmo 1<?)P r P-APf*, fm^^ 

iiv^y(>^zL^-^yBymm^m3 0D^m^nm-ri>) on^\.tz'' [s] 

|flli$tt;tP r P - APKS^^m^ii^^Mit. ^mm<7)P r P - A P t Oll'^:^^ 
t>ffi#icft#-r:g,:: t7{)«T-§. B-.x'fi^i" [S] SISli^tLTtP r P-APM^ 

^-ffli/^T^ 7,^^y^^- -Fr-i'(r>^^yit^XXJ^^^^fr'Dtzo G smmt 

f^fJifeiC (K-) 1. 4 8 X 1 0"'MT- 1 X 1 O'OP r P-AP^-^-^f-f h^- 
^t^it^^^fc^S^oTto ^(DMmm^i^^ii. #s<^$##-';:^> Kffis^ffl 

P r POM^&^P r PBP'NO^||^'r^^-^tci:oTJ|||)d^^'9:i^S:^S1-^ 

" [s] mm^iifzp r p-AP=^ 1 0 or-cs^ra^stT, ^<^3^ 

l^riJ-S^-^Tto i<^ftk31(iN I H 3T 3m'^(0j|S'^t^:^JC^»ft, P r 

PSe<7)Ji^l:^5p r PBP'^<7)KSfn'I4|g'^tcfiS'^^i:^*-ro 
PrPj:PrPBP^ (DB^im^^M^ X V^^tl KBmt^ X o ^^tl^fllJ 

P r PBP<7)4S^6<)mi$:^*S7t:»6lC, P r P B P S-^tfi i:*«*3:a^oT 
v^&G SMM^P r P-APSe* ;'«:{iAPIlS<^i/^t'ti^^-C'f >^a.^♦- 



(23) ^^2 00 0-5 1 2 1 3 1 

r P-AP*/c(iAP?r2 5 % v/v^tf C 0 S«8fl&±?»ft'-e3 H K-f >^i^ 

nm\t. k?<D^<Dm^ {2 Z d,±2 A, 5m;p = 0. O O 2 . Mann-Whltn 
ey nonparametic test) nik^T, P r V - kVii^^^LtzWt'k (6 4 ± 9 . 

8SEM«) ni3v>T, a^nm^n-tzo 

OlcJt'^Tv J: 19 /h 5 <> ^m^^< (phase-dark), j^(g^^<^ (unattached) ^ 
t^T^mrt^ (06) o P r P-APlC®M?-fr/t:G 8J$#«4'-CiS^$tl/c 

P r P B P 0#% 

±5EL/cP r ?^?i)^:lf^^\z^&-^h^^h^tm-f^tzii:)K. ^$^*N I H 3 
T3l$*«§rO. 2 5% h V 7'->>'<^#^T*;l:#ff^TT, 
*'5r>/^HB S OM^iaxM h t> ^<7)^^> P r P-AP>f 

V ^ ^ - g y v> , ±IE t iwi c < $ *t A p ^stt ^^mm'&^m t ;t 

Klx^;uS-t^^^H^SI$-^;&<7)ic+^-e^o;t (^T-Kt-r7.b (paired 
t-test) i::J:oTp<0. 00 1) o C:^^^)<Ojg*^^ PrPBPii^^lcS 

2o<7)p c DNA 3. 1 yy;^? Ky-f fy') Sr, iilT<?5J: ■? l-G 8fflJI&:5^^ 
m^Ltzo 1-'<T<7)RNA^SrTR I z o 1 (CIBCO BRL) TffitfiL. p o 1 yA 
+ mRNA?:0 1 i g o t e x dT (Qiagen) ^m^^xmkLtZo c D 

NAO^^Ii, dTS;l:(i7>:5^A/\^-9--7-7'7^-7-(75V>f tl3^^-CT i me 

Saver cDNA^^h (Pharmacia) S:ffl(,>TtTo -^cO^fe. cDN 



(24) !©a2 00 0-5 1 2 1 3 1 

A«-T4 DNA'-KU7<7--t*-e«=Sr¥it'fkL> Bam H I * U =r^r73^-/ 
^~ tLX^^^^. 3 - 5 0 0:^7 A (Pharmacia) ±T'^^X^|ffl^ii L/: 
o ^(D^ks y^^miR^i^itz c DNA^- p c D N A a 't-'^ifilS yH^y') 
im^S^^^i^^-or^Wor^yy^Ty hE. Col i (Invitrogen) ^xl^ 

^:i5"«7)p c DNA 3. 1 T'y;^^ K7-f ^7'; {is ^0. 5 x 1 O'oMili^ 
^->Sr^^'ev^/co P r P 'J K<^mRNA<?)|imi:{i r4'<?)T (lew mode 
rate) J {li&W-M^<^ 0 . 0 1 %\^) -C^^ . Z.<7)^mmi: ^^(D X ^ tiZ. ti)^ 

^m^tlfzc IE:;^Inl(7)^^gc DNA:6W&+<D^)S-t^mRNA(7? 

(it? 1/1 0<^ME-epCDNA3tt'T^ f < iJ'D-i>'i5^$*l#*i:^5e1-^ 
^mKm&<^^^-y'^^^ti>K\t. ij/^^:<£»oT 1-5 x 1 O'^fi*?) 
P V - ><7^^^M>^ flfco 9^r^')^E. Co 1 i (f-CitiULT, 

^i^^fil, 5 0 0 - 2, 0 0 0 rJO^-^jc^-a- (-/-^V) #^ML7l:o # 

S^SSi::fflv^. #:^Ji^#L/wo ^-^frfi^co-Z^;^ 5 -Z^:?^? KM I D I 
j. (Qiagen) $rfflV>TML, mRNAJinWessage irWachine (Ambion, Aus 

tin IX) i^\.>x^^m'h4 y\^yv-^^'¥^ii^^y^^^tco ±.tit^c 

< 77>; 5^7^ **x;i/<75pMli^*ML (Seguela P.et al., 3, Neurosci. 
16; 448-455 1996) ^ -j- y ^ y Y (World Predsion Instruments) ^ 

fflv>TlPemH@$);t>9 5 0 n L ( 7 5 - 1 2 5 n g <^mRN A) ^-^^^tt 

F r P-B Pg:)^n-->^feJ:0''Witfefe 

10-2 o-ficTjiipsiffljiajis 0 0. 0 0 oM^f^jG smm^mMt^^y^u 

r P-AP±tfT4^Mmia-C>f >^:x^- b tTTOfflJiacTjP r PB P|l^$- 
S^m'ec.'$r^ttzc ^<0^k. IP^rHBHA-C6li«titL;t:o 



(25) #^2 000-5 1 2 1 3 1 

A PmWm (100mMh';-HCl> pH9. 5> 100 mM NaCU 5 
mM MgCL:) *t?0. 3 3mg/m 1 <7)NBTi3J:y^0. 17mg/ml 
(7)BC I P-CO. 5-1 2mm^ >^a.^-lya>LX. ig-^A P^Sf'ti^^tB t 

t^r(7)mX'y')'-XKit, ^^9- (pcDNA3. 1> Invitrogen) (r>h 

^'^XX.fz^U'^h-fih^ii'rAymh. E L F - 1 7'7>^ ^ n- > (Chan 
getal.k 79:157-168, 1994) 5ei^t>i|Mt> M E K - 4 - A Pil-^Sfi tffl V> 
T^t W t ;t m R N A * ftA L ;t iPM^ 'S: * ^ T i: 5(»5-^ f *l ;t o 

<?)^'e-<7)P r P-AP|g-a-«ttT2b&:ii:^^'*>:d^o^Co ^Otfe<^^'^#4> P r 

T. 'rtl*fj2 0 0<??c DNA^'n- vSr-g-tr 1 0<7)^'^#{cML;to Cltt 
^(75 9 ^> 4)o ti^i/>P r P^-^^i^L/^r^-a-^^^S^tT^ 1 n 

NA^'n-yc^^-i^, ^J'U-y 6 5JiVN*7:J^^*'7'J' > Kl-MtT:S^V'^;K7)P r 
P-APig-&fS14Sr^L;to d- ;/ 7 »iM<^P r P - AP^grtt^^L/co 

+1 n'mM<^f^ t>\^> BLASTS 7 hV-iJ^-t-^N* (National Library of 
Medicine) ^^fflv^T, EMB L:fe J:0^GENBANK^mf'~:5'^-:^<^llllf)lft 
§:fiJfflL> ^J^oBLAST^iO^BL I TZ^7 h7~^"9--^N* (Heidelberg) 

^' D-^ 6 DNA^ >"9-- hti, 7'a K^'j ^ - 4 3 (•/ 
nh35?K^'J>-43<7)75y®67-252) ^3-KL?to :?n->6<7)i 
<?)gB55^<^^K*5<t«^7?y®B5^J?rl2l7Jc^1-o "^^n h * U ^ - 4 3 fi 
^j-y (EMBO D. 12:2249-2256 1993) H|2ic$ tLT</» So b K^UV- 
4 3 0ee?!l1f$gl±, GENBANK L 1 1 3 7 3 (T'n 'J >-4 3) 



(26) #^2000-5 1 2 1 3 1 

3, Biol. Chem. 269:12092-12098 1994) ICffi^? tLTV^;6 » OB-*K^'Ji^ 
- lge^J^t$l^i^ DB J D21253 (v'>;^OB-* K^^'; i3J:C>'Sw 
issProt P55287 (t:hOB-5?7K'^V>') d: i9A^-e§^o 

i^\^^i>yuy Mi, P r PB Pco;MI&#Mtt*3 iy^PSiSt^Mt- SS^^IflR^ 
»^®<7)P r P-APi^-g-^P r PB P|&mi:<?5ra<7)|gfi, Pr PB 

mi!}^m^^^i>o tti^m^i^KMrn^iP T PBP<DmnimMi-i>^t-c. f 

tfz\i. PrPBS^i:^ P r P - A PM^^fe* 7i.*3 J: C>W«J* 9 
llr^rfflv^T, P r P B P®e<7>f||&m: oT^' n-^v ^^LTii) J: v^o OT«:P 
rPBPrIi-fi> jSJSfe^ mm.. tfz\t:^y-Tvy<r>ii^^V:i~%-\ii'^i>h^ *9 

i.^J8l<^m, P r PBP(7)#it^4'fk^60«5c$tl. 'j^^W. pK> ^iO'i/ 

V KM;^^";-->^f ?tliPCRJii|i§^^&«'fflv^& c DNA^D-^ 
> §1, 1- :i> i 1 |i 2. o 



(27) 1^^2 00 0-5 1 2 1 3 1 

;^ (Suzuki, 3. Cell. Biochem. 61:531-542, 1996) „ 

^±<D^m^mKiS\^^X. $m<D:fy}VZ^'^Am^n<DBmi\: (compaction) 

7T 5 V^^'^^t-Sii^'b ttfSrV^) {i, * K^U ^ 5 ~ 1 3 S"^tfo i^tfjtO 

Lv^l^ftSe^'S: r^*«)J * K^'J >c7)v> <0)5> K^';>5i3j:t>'8^^ 
tp) (i^ L«ili&lwBS^A?tt;t:i:ilcfi:J^^7'f »; 7^')5rjfS'&f^fflSrML'5r 

(^J^^-fb^r^L, ^r0 7'f 'J y ^"5rV:^r> K<^^?^=g:^i^1-2. (Suzuki, 3.Ce 
ll.Biochem.61:531-542,1996) ^ ;}x^7'f V y ^IS-^^^t^fi*)* 'J V 



(28) !^«2 000-5 1 2 13 1 

>T^"J > a E /? 7 3(>«E - 357 y hm^-Th ^ t (Cepek Nature 372:190- 

193,1994) , i3 J: xfrnm^mmi^m^'f-'^^ii -i^v^^j^t ^$^t^ zt^x-o 

N*SSF^-f >-C**EC nc-^ttiS t#x.^*iTV>2> (Shapiro et a1., Nat 
ure 374:327-337,1995) , :^#it<^i^2|fcW3!7 V >0«8mM >f > i::^>tS 

T-etitca: 19. JfflJiaoM#l&S:^L"Cv>4 (Ozawa et al. ,1990.Hirano et a1 
.,1992) „ <^\i}\\t. T U > (* K'^ > - 1 3 ) 15 J: U > 8 O 

'J > ® i: , 'J =1 - 4^ 7> 7 7 f- V ^V-f y h - JV'<7)^jlS LT 

JPL^t-^^^ttr-f V7*-i^ t tTW$tiSii::*%& (Suzuki etal.,1996 

) o 

yo K^'J >(±. #mo'ktW^^'5:::^§'^sai5^^^-7'-Cibi9> 

L> #®o'Jt^tl;t7'n h j!7 F^^'r^Ji^T. Eoi I9^<<^* F^U > Fp(-f 

ift:ei^'*^l^lz:oTV>-& (Sano et al.,E^BO 3.12:2249-2256,1993) , -(r)J: ^ ic 
, W^^ii F'N'r^OEC lig^*^-7{i. F^U >lcfi-^^ itJ5cv> 

o S^;^<^Jg*i: LT. T'n h5t7 F^V ><^^"t7'f '7^"&^^f^fflli> i<^S 

7'D h;!; F^'j>(i^/c> -li^fi*!* v^')y(n)-^<j^b\tW£h. ^m.tsimk% 



(29) #^2 00 0-5 1 2 1 3 1 

T'T. V - A ffl * F'^ V <r>^^umi)^^^-t^ s S 0 * 

P r PB PC7)P r P t<7)^^ii^ 2^^m^X^^ 

t o (Shapiro et a1. .Nature 374:327-337,1995) ^ :i};^7^ 'j 

MicG 8:feit>X 0 Sm(0^ffi±liT|W]5E^tL7t P r PB P:*^ ij)\y'yt> 
&;t«i>ic, J^T(^*®l^ffo;to P r P-AP±^?r2mM<^EDTA 



(30) !^a2 00 0-5 1 2 1 3 1 

m-^h^l^mLtZo ^V^-C»?-. DMEM5%FCS (-^ WT- 
mi^l^Lfco h\3-)vm^li. l. 3mM<?>C aC l2i3<):?/lmMOMg 
C 1 2<D^^^i^EBKA<D'^-Ci^^LtZo -t'Dm^^Mmi. ImMcDEDT 
AJSr-g-tf PB StTJFt^-C^iaX'S O^MJgllLT, ^<Di^m<r>:^ JU^y^ J^i:^^ 

(pelleted) DMEM5% ( P r P - A P §r-^S '^v^) <r>^\:.^'^%m%'tfz^ 

. )Q)^W=<r>^)\'-'f'(^-^-h%mMU (EDTA-eM?a?t) (i. ED 

TAifiita^itL;^:? r P-AP<?)4'T'^jaUT 1. 5 I^WTOjl^S^^^> -?-<^f*3 
tT^ct jsVj l--i§^!St> itlt>c7)|fflia(0±Jf iCiJlt&P r P-APj-^ffl^r^St/c 

o 

p<0. 0001, N = 6)o c:tL(i> ftJi^lS'&«??7^:«i)lwfiC a''^t*<^-'ffi 
P r PB Pg^P r P ;!7 jW'>':7 Atw-gt^L?t:, T^j/VtcMI-^ifr 

i^H^n-S (Takeichi.D.Cell. Biol. 75:464-474,1577) „ :L^\t^^h<. 
»(iG 8*3c}:t>'C 0 S»0^ffi±i^TI^5c$ti;'s:P r PB P^^ 

Vh'Sr) COSiJitfG 8fflJ3&*, 0. 2 5 % b ';7'->V:fe it/^l OmM<?)C a 
Cl2> 'bt<{iO. 2 5 % h >; -/^/^isiO^l mMcoEDTA^r-^tf PB S<7) 
ff'-C, 3 7 t:-C2 0:9^rai^«t> -eomDMEM5%FC Sl*l-C=lfili^JtL7to 



(31) #^200 0-5 1 2 13 1 

1 y^y KJV 7 - y (eppendorf tube) ^ #5, i x 1 0 "lioW 
^^'^^LT*3V). itl^c7)|fflia$rHBHAi§*Ti:|Bl-^?tL?to »^PrP- 
AP±f»?rfflViT^za-Cl. 5l^Ki§«t> -eot^n-J^ KHB H AW-CHUI^ 
^LTto i^v>t«S*^Jc±t?. SOmMOh'JX. 150mM<^NaCU 1% 
h>-X 1 0 0^ 0. 0 2%NaN3 (pH8. 0) <7>f^Kmmfzc 

. kPm^M (1 0 OmM<7)h';7.-HC 1 (pH9. 5) > 10 OmMONa 
C 1 ) 5mM(7)MgC l2X\ 0. 5)5^^ 1 2i^M) <7)ttJ-C> NBT^Sil^^BC 

C a''-f ^>(^#ftT-C(±> P r P-AP<7)C0S^<):a'G S^ffll^i: c^j^-^ji 
, P r P-APSrfflV^^cJ$ifelci$fe^oTifflfla^ b U 7'v'>'jl!kaL;t:H^>:*^;5^^3f) 

h 

fifz (C0S»t^i3V^Tp< 0. 0 0 1. G 8»twi3V>Tp< 0. 0 5. N 
= 4) o ^<r>r-'$'it. COS^Xr/G sm^O)MM±.<r)P T PBPm^K Ca 

'^^co^^<Di^^^^i- (Takahashi et a1., Oncogene 8:2925-2929,1993) „ t 
\:YPt PBP(D^m^XV'^ti~:=.y^ 

n hp r PBPfi, '^^:^<D^iiKmLr±.mLtztmm^^Mx^^o nm 

r P-APfit-^itfe^-ti. •7'>;^P r P lfr^<7)'ft^5 19 
yi/zL-^-h (Kretzschnar et al.DNA 5:315-324.1986) KXoXM^^H 
*t hP r P cDNA^rfflv^T. :^Mm'±m<Dbi^^Km^^fl^o t bP 
r P77^^p<> bfi. iitT(757'7-Yv^£:fflv^T;^^>^- K^SrP C RifiPIJ::.): o 

5' AGA CAT AAG CTT GCA GCC ATC ATG GC 



(32) !^a2 00 0-5 1 2 1 3 1 

G AAC CTT GGC 3' (mii7'9'f-7) ;i3J:0^ 

5' GAG ATT GGA TCC TCT CTG GTA ATA GG 

C CTG 3' mioi^-fy^'^) o 

4 J: ^ n-V'fb^itL* (Cheng and Ranagan. supra )^ :i(D^i^ ^ -iti^h^ 

t hP r PBPIiaii?^n6<)jiSB?!JftSLT'bJ:v^o Z<D7^>'m 

^fflLT^ J: <, t L< tlji^Oii^D'ili h c D N A i /tJi-J^y A DNA 7 
^y^'J ^P r PB P?:=i- K1"&@B^J«^i#i|>S<^;^:*^P C R7'9-< 

>ft#^i: LTJi. h P r P - A PjH-^SS^^^ffl LT^ pcDNAS. \^ 
xi~-yifi/7.^h.i&}s.Xf}:.>^<D^%\z.i,oX. i; h P r PBP«r^mi--2> c D 
NA^'n-;/^#»-r«.Cii:56«-CSSo L < {±i?* L < ? ^jJi-fUK^Jft^^ 
fTtC;fev^T, •7'>;^P r PBP^3- K'fb1--2>@B^J (±5Et;t'{)<^) «:7'n-7' 
t LTfflv>T> ^ h<7)ff^cDNA9^7*9';-<7?, ffijt ? tL;t:|^|f|^#TT'<??7. 

r PBPE^J^'l^fflLT'b J:v>L. * ;^v:»±^^:2)ttM-C<S^? ti^-^** -9 
XP r PB Pi2?iJ<?:)^l«»w^-cfv>TPCR7'9^-7*ggtt-t, -etL^rt hSe^U"^ 

P r PB Pga<7?ll% 

*^^lcJ:2.Pr PBPJi-l&fi<Ili. ^i-S. P rPBP 

$:n- Ft* c DNA77^^^ > h(7)^#* ^trli-g^^fflv^T, ^Wi.^-:^ \U 



(33) !RFa2 00 0-5 1 2 1 3 1 

i5rv>o PrPBPfi, ^ {M^i£E. c o 1 i) ttcimn^^^^ 

X b (f!Ix.tfSaccharaTiyces cerevisiae) M^iiSi 2 l^ia-Ccb-^^MI^, 
'bt<li> ^J^lifNI H 3T3>HeLa. ttzitB t l<\iC 0 SmS^-^^ 
^m$immm l^^v>TE4?ti;2.o ^:<OJ:^'S:fflm{is #^i^ft^7C;i^fjA^ 
"Cl:^ (f])x.(^Amencan Type Culture Collection^ Rockland KD; ? ^t::^ f?}) 
^ffAusubel et al., Current Protocols in Molecular Biology^ Dohn Wiley SS 
ons.New York,1994$r#Ba(7)ii:) „ 3Mm^ttzimUmX<o:^^. ^XV'M 

9>7>7 j^^:^ V3 Bnj;t(fAusubel et al. (supra) ic|Bic?^t-Cv^ ^ 

0 ^iSii#{i> ^Jx-tfCloning Vectors :ALaboratory Manual (P. H.Pouwels et al 
. , 1985 . Supp. 1997) $ *L (7) 35^ § * o 

-'mmKX^nm-C^i>o nut. Poiwels et al. (supra) $:#M$tL7t 
v^o -5 !&aM<?>«^:^fft'b, ^rij^jfAusubel et al . (supra ) fc-^.p,- 

iig«)lcA¥iriiT*^o UT^ P r PB Pt=r- Ft-2> c DNAfi^ i^^ 

Y^u^m\^y^ ^--if (DHFR) igBj-^^b^m^-}' ^-PiKi'^-y'it^ 

fli>c >^9X5Kcr)> *3J:y^tLt-|ifeoTP r PBP5r3- K1-Sitf£^<0. ;^ 
h«lll&(^lfefe^-N(^jaii<%Lji, m^l^^MK 0. 01-300;/ M<^^hM^ 
^-fe- b^-^JtS'-fr'&ii: (Ausubel et al . . supra tcfB^^ flfztio^) KXo 

^mMm^^^ti}^it^^o 'Aix^m^^m^mSi^<DMmiomii. Ausube 

1 et al. (supra) ic|B^$jtTv^*p itLt><^:^^(i-l!Sl6<)t-. i^ffi'fO^ h b 

"r-iK6<jl::'l$ffl$tL-S>, DHFR«:«#1-«)^a^i^^-Ji. p CVS EI I- 



(34) !^a2 00 0-5 1 2 1 3 1 

DHFRiSilh-pAdD 2 6 S V (A) (Ausubel et a1 . ,supratc|ajKg tl;^s: k 

^ iXm) LtzCnO «B« imiifCEO D H F R " mm. ATCC Accession 
No.CRL 9096) fi, ^5e LT?^ISA $ tl;t«^<^D H F R tfciiDU 

mLfzti5y)\^&^lfzii(0) ^^y2^\zim^^i,:itKJ^^. PrPBP<0 

M^mKm^r-^^o ry ^ ^ - - ^^-^ vv^y ^ k-^cA-o-c. p r pb p 

(M X. if Ausubel et a1 . . supra ^B^cp i t ) o 

oT$ <bl->ltSS'Ci-& (Fisher, Laboratory Techniques In Biochemistry Arid M 
olecular Biology.eds. ,Work and Burdon,Elsevier,198(^D9,<7)i o 

:i^^^<Dt'V^y^ h\ #tc®v^P T PBPyy^^y it^^^T^i^J^ 

oTtfefiK^e^* Solid Phase Peptide Synthesis , 2nd ed..l984 The 

pierce Chemical Co.,Rockford,ILme®cr);^<j^m: ;&) , 

BPyy^':^yhttza^(D7t^i^ {:^mmmi^UW.<Di>(D) oy^^idlV^^ 

ifiP r PBPj5t# 

P V PBP^^S^m^^J^^i^'^t^-r^htztbK. P r PBP«:n- F-f^gB^Jfi 
> 'e<7)C«ill'^i: LT^;V:5'f-^>S- h9>7.7x9-4f (GST) 
^-^-Cbiv^ (Smith et a1.,Gene 67:31-40,1988) „ jUi'^seji, ^^^ViJ'^t 



(35) ^^2 00 0-5 1 2 1 3 1 

^i^m<r>mtii. G S T-P r P BPm^m&<7) Y u y \£y^^^ fltzy y ^ ;^ 
o %^Um\t. CNB r-b7 7n-X;6^^-a'L;tP r P B P $rfflV>T7 7 

G STit^Sao-ft^t LT. P r P B P<7?Ji:«5!WJ^^- j5' 
TKLH (keyholel impet hemocyanin) ^jg-^?-^^ i t j&^Tg *o 

Kn^f sSuMti^ B s A^I^a'a'$^^;t^7•f•K±-el^«^;^ r-y^^ 

^T'n^y hj£m:oT^^titi:g)o G STgH'&Sat LT^IILTtrP r P 

B P Sr-Sffl LT i ^ T-n h ^is J: a^^&^tfcPljSlc J: o X^^^ o 

-ft^^t LT> ^'n-t;wfji:#*> ±iE<7)P r P B P* J: 0*;^ ^ K 
ti)^AT^) K-'T^^^S^fflV^T&fifetT'b J:v^ (fai^JfKohler et a1., Nature 2 
56:495, 1975;Kohler et al.,Eur.3.Iimiunol.6:511,1976;Kohler et al.,EurJ.I 

innunol.6:292,1976;Hanroerling et al.,In Monoclonal Antibodies and T CellH 
ybridanas, Elsevier, NY,1981;AusubeT et a1.,supra$'^^^<?) * i;) „ ^^^^ 

:^D-:^;^i^^:#^, t) yf^y \^^Xxj%^'(m^^'^\^i^'oX ( 
Ausubel et a1 . . supra ^c IS R<7> ^^-fe H j: o T ) P r P B P#M6<)El5:6«1^S ? tL 
-60 P r PBPS:#MWlcE^1-:&iii;#*^ *ll§^lii5ViTJi;tffl t $ tLl>o i 
OJ: ^*Jn:#fi^Jx.ff, PifLijWl^l-^P r P B P t^l^-^J^Sr^lll-S^f A 

m^-fhfz^) o %<r)^^^n.hVX. i^n-t^l^*n:#{i> ±^E<7)PrPB 
Vaughan et al., Nature Biotech 14:309-314,1996) „ 

hn%(r)%m!^<r)%^tii}^•^%%}l\^X^%^k^7f^-^}lm.h)^■h. P r PBP(7) 



(36) !t$a2 00 0-5 1 2 1 3 1 

^u-yit^fl^ (Ausubel et a1., supra) „ m^S&HE. c o 1 i 

$tL. Ausubel et a^.^zt^Wi.^ilht^^^ ^ )V ^ i-:^ yjifv - T.^^m^k'^ 

P r PBPIi-«g6<JJ::^ "/V ^ >^a<7?1^aiS TtJi^tltcisv^TOT-C^So 
P r PB P{i««Jx.»f> ^^^i'^^- F'S:^taiTr>'>t-i'JCj:-jT4!fe^fi<)'9->:/;v ( 
^Jx.(fM4|tS7i:(i«) F*IHP r P''7()>':j¥^-r:5.>5^S56^(7?^t^=Sr1-:5>^^«:)lc 
^IJffl-C§-i>o iiT?«-9;|^m7'7-fe^ fi. ««J£tfM^tL;tP r PBP. UWS^^ 
flfz?r PBPiK'&Se, f;tliTO$tl?t:P r P'''^fc'<^. ^aiwrtfetc;^!!^? 

PB PSrP r Pic^g-e^t, Wk-P r PBP lectin;? ^-&ll-<75M:5ti;ttn;# 

ai^ti^c€ffl1-^P r PBP (^Jx.(f-7':7y^ h P r PB P) (i. 

II J: oT^/^Ttl;5^c7)alal*IT^14$tl:i):^^ s}--;^ h»i: LT(i C 0 S Mj^^^tf 
(0flj;t »drCunen.Meth.Enzy?no1. 152:684-704,19880 Affile J: tltf) „^ 
#^tLT, PrPBPfi, P r P-APSe* V^- K^:^tT^fflv> 

B^(7)^iii:^i*li*3V^T. vtmttP r P B P|g^ Kp< -f ^ H^o 

^<7)Jfi@'5:*JiM^T{±, P r PBPjg-^K^-r >{±, -^^z;^*? J: O^n h P r P 

BPn- v'<mm<Dm3i:'^ttm^m&t Lx^^^fii,o z-nhoym^s^it 



(37) ^^2 00 0-5 1 2 1 3 1 

..Science 216: 136-144, 1982 1;: |e^<^ t i3 ) o 7*0 r 7- -fe'^^Stt^b^Ml:: 
•9->y;m. gt^OOMtC-Cff^SI-^^ ^aiBTlgt^-^m^tl^^P r PB P (S;^: 
{i77^^> httcii^<D7i-uv) tfzii? r P B Pilli'^sa<^ t'^ f?3d^=Srffl 

chrcmogenic) {mk.\fr)V1} ')yt7.y7 9-'^ttz\mWV'^\^^)'^t^'i/ 

^--b-) . ttzmt^^mmM. ^L<\t.w.m'^^fz^-^'fTymmmx^t 

-:^KLtzmm^^M^fli>m^. (±m<D) PrPBPi;tJiPrP (Bendhe 
im et a1 . .Nature 310:418-21, 1984) KM^t^ ^^^flfz^ii') ^ xn-t )V 
^'D-:^;^^A#^, v^f ti<75X ^ KJSf-f A yfS^oBl («^J 

x.tf> EL ISA) '^cr^T.d^yruy tfzURl AM^) KXitM-C^. 

be! et al . ,supra{-|a® $ tl^ o h u - )\^^ y/ )l^Kit^X . WM^ 

^7tlimi?ife^^'^J^>'^) J:T'ii#$tL, PrPBP (tfziiy 7 ^ y > 
ttz\t^<Drt^^) ttz\i? r PBVWi^W^^Kl^t^^tm^'^^^o 
Bl-Cti. P r PBPf/itiP r PBPill'^Sa{iTOi^#t-@l5e$tL, Pr 
P^Oif^^j&^lttb^ti^o itif><7)^^ffM-C{i^ ±iKoi:i3f)v^t*itc7)7;^>' 



(38) !KFa2 00 0-5 1 2 1 3 1 

r P"<75l^tbti> |fra<7)t^t3 P r P B P «-fflv^Tg^6<jf ?t fiK^gfitll^* 
J<5$tLl>o -f-t^^i: LT. ^Lh^fz?v P" : P r PBPa-^^rtOP r P" 
(i. P r ?'^KmX-thim^m^Xi^^X-^^ (Bendheim et a1., Nature 310 

:4i8-2i,i984) „ mm--. mmttz\m%'B.'^-ij-. 'bL<fi^*3«9t^T;v 

±.m<Di.n\^. P r P^iise-^-r^J^^'P r P'^iilije-a'L'Sjvvp r PB PJ*. 
P r P"f*, fnl^f^P r P''^J:O^P r <D%.1jKi^^t^^^^£i^<^U< 
P'' i:fiig^L'3J»/^P rPBPt?*oT4>. Pr P''fflC0^^^fft-*V^T'ffiMT§ 

& O 

$ P>H'flfe<^;|tyif»^-C(i, i^Wtgli«l!fe$tL?tP r P"f*P r PB PSrffl^^ 

■C^«?tl. ^<75mP r P''^^ti'it*^®*5H/^4i^^6<J^>'/>'l't*}Cl??* 

h D-;Hj->7*;Wi:(^Jtl!?T% P r P'' : P r P B P^-^#l*]<7)tim$ tl/c 
P r <0^^<DW.{^-^^^h^^ 4!tl^W^'^7'^H*)t^P r P";i)«#^1-^ 

^^(Dmm^^fz? r P''«-|g-&«Jl^SJ^1-2>:d^t)-e*:S.o 

l4l*?ti/>4!felf^S<j-9-y7';K^|t^^J'^ffl-C^)*o P r PB P(4 

(secondary sequestration) t tz >f<07. 9 y 

^&«:fflv>TP r PEP^-^^S- 1^*1- -Sit ^'-C'i^o ^^^h fC. 



(39) ^^2 00 0-5 1 2 1 3 1 

TP r ?<^mmtM±LXiiX\^^o 

ih^lK^-iltt-rSo ^(n'^mt. Mx.»fPrPBP : P r P"^-^4^?l^fi!otc|iai 

m\u p r PB p : p r v^^'>^^^<Dm^mr^^'^nWiim% m^y^^^f^^- 

(7)7>^'3'^7, \ \z\t]XT-^^hi)^s >etLtcKt>tL?^v^ : P r PB P ; P r P" 
ti^^LTP r P*'<?)^^^B*){^fflSrfiJRgi3J:0^/|^m'M-ri.P r PB P79i5' 
^*;t^47•:^a^ ; SlP r PBP^#; P r PB P tffiSf^fflUT. P r P 
BP-P r P«'g'»^Sriajt1-i&::i:i::J: 19, ^(0^'^#«tcifeH1-«,-3g 
(7)4t;f:fi<jf^ffl^*6#-f-^ P r P. PrP*\ 1^ ;t{4P r P'<?)7 •7^5^^ > b 'b 
L<(i7:^n^^;PrP'\ PrPBP, ^/tJiPrPBPlPr P''^-^#5I^ 

*l§^H^ffl'5r7Vi5'3':=.7. h^S^^tcii, iJlTS*^tf : ^iSfilti* t oT P r 
P^tcfg-^t, PrP^S:, P r P':5^t,(^M'&*gt<7)3H'-<^^i^^«^Brtfe 

P'lClg-^L, ^tL(^P r ?^^-^<n>mk^^:k-th^}LimW-i.'jt'i-\ P r P't 
P r tfz\%^(r>'i^^'^}L(n'm.^m^W:t-th^h\zl^ ^ WmMkV^-f 



(40) ^^2 000-5 1 2 1 3 1 

:$:|§^l^*5V^Tii, P r PBP : P r P^'^^-^^Mf^JM^-N tfzitPxPB 

p : Pr p''Ti)^^^-r^^ y-^^ hux<D&^^mi^M<DWj^^^:%m-r^^'^-ii^ 

*i$ffltTff^?tL& ($aJx.Jf. Chandler Lancet 6:1378-1379,1961; Eklund et 
al.,]. Infectious Disease 117:15-22,1967; Field Brit.D.Exp.Path, 8:129^239 

,1969) „ m^t^mn (^Jx.^^v'^'7.^^c{i^^A7.^) \u 7.^yy-ri-£lo^ 

■f')^ymm:^<n>%m%<oi^'ptfz\m^(nmWi\ m.^^fm.h\. 



(41) !^^2 00 0-5 1 2 1 3 1 

Mrts mmp^s mm. to> ^ mm^) f*)^ 

^ll#-c;gftI<7)S&^riJ<^^:^r&li. Ranington's Pharmceutical Scien 

->xf- > - 9 - 7 9 T ;i'> 'J 3 3 V - ^ (glycocholate)^ ^ j: o'f^ 
t l/-- h (deoxycholate)$:-^tf;!lc-M"C'b J: i>L < *i^ ."^^^^Oj^^bt 

i5 T > BJiffl# $ ^ 1 7^: {i 15^ ± t i t f ij ffl 

#Ji$tL^(/»t'it<^P r PB P*'()'^*> * 7t{i±J£(7)V':7AP r PB P?:fflv> 
"Cffil^;^i5";-->iyt/i{iPCRJ|*MtC J:oT#ai3i*t*v>TtL(7)P r PB P 



(42) !Rf^2 000-5 1 2 1 3 1 

:i<DX^K:i^^mit. m<^^W®t-*3l/^Tfi. P r P B P sK'J ^^f- Ft* 
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compounds for the treatment of a disorder associated with 
the presence of a prion protein, for removing Prpsc from a 
biological sanple, for treating a disease associated with 
the presence of a prion protein* for identifying compounds 
for the treatment of an undesirable level of interaction 
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associated with with an interaction between cadherin and 
PrPc. 
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Fusion protein comprising PrP and all or portion of alkaline 
phosphatase 
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